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Fig. 10 
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Fig. 14A 

SEQ ID NO:l Human GDF- 8 precursor protein - protein 
sequence 

MQKLQLCVY I YLFML I VAGPVDLNENS EQKENVEKEGLCNACTWRQNTKS S 
R I E A I K I Q I LS KLRLETAPN I S KD V I RQLL PKAP PLR ELI DQ YD VQRDDS S 
DGSLEDDDYHATTETIITMPTESDFLMQVDGKPKCCFFKFSSKIQYNKWK 
AQLW I YLR P VET PTT VFVQ I LRL I KPMKDGTR YTG IRS LKLDMN PGTG I WQ 
S IDVKTVLQNWLKQPESNLGI E I KALDENGHDLAVTFPGPGEDGLNPFLEV 
KVTDTPKRSRRDFGLDCDEHSTESRCCRYPLTVDFEAFGWDWIIAPKRYKA 
NYCSGECEFVFLQKYPHTHLVHQANPRGSAGPCCTPTKMSPINMLYFNGKE 
QIIYGKI PAMWDRCGCS 
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Fig. 14B 

SEQ ID NO: 2 Human GDF- 8 precursor protein - DNA 
sequence 

ATGCAAAAACTGCAACTCTGTGTTTATATTTACCTGTTTATGCTGATTGT 
TGCTGGTCCAGTGGATCTAAATGAGAACAGTGAGCAAAAAGAAAATGTGG 
AAAAAGAGGGGCTGTGTAATGCATGTACTTGGAGACAAAACACTAAATCT 
TCAAGAATAGAAGCCATTAAGATACAAATCCTCAGTAAACTTCGTCTGGA 
AACAGCTCCTAACATCAGCAAAGATGTTATAAGACAACTTTTACCCAAAG 
CTCCTCCACTCCGGGAACTGATTGATCAGTATGATGTCCAGAGGGATGAC 
AGCAGCGATGGCTCTTTGGAAGATGACGATTATCACGCTACAACGGAAAC 
AATCATTACCATGCCTACAGAGTCTGATTTTCTAATGCAAGTGGATGGAA 
AACCCAAATGTTGCTTCTTTAAATTTAGCTCTAAAATACAATACAATAAA 
GTAGTAAAGGCCCAACTATGGATATATTTGAGACCCGTCGAGACTCCTAC 
AACAGTGTTTGTGCAAATCCTGAGACTCATCAAACCTATGAAAGACGGTA 
CAAGGTATACTGGAATCCGATCTCTGAAACTTGACATGAACCCAGGCACT 
GGTATTTGGCAGAGCATTGATGTGAAGACAGTGTTGCAAAATTGGCTCAA 
ACAACCTGAATCCAACTTAGGCATTGAAATAAAAGCTTTAGATGAGAATG 
GTCATGATCTTGCTGTAACCTTCCCAGGACCAGGAGAAGATGGGCTGAAT 
CCGTTTTTAGAGGTCAAGGTAACAGACACACCAAAAAGATCCAGAAGGGA 
TTTTGGTCTTGACTGTGATGAGCACTCAACAGAATCACGATGCTGTCGTT 
ACCCTCTAACTGTGGATTTTGAAGCTTTTGGATGGGATTGGATTATCGCT 
CCTAAAAGATATAAGGCCAATTACTGCTCTGGAGAGTGTGAATTTGTATT 
TTTACAAAAATATCCTCATACTCATCTGGTACACCAAGCAAACCCCAGAG 
GTTCAGCAGGCCCTTGCTGTACTCCCACAAAGATGTCTCCAATTAATATG 
CT AT AT TTT AATGG C AAAG AAC AAAT AAT AT ATGGG AAAATT C C AG CG AT 
GGTAGTAGACCGCTGTGGGTGCTCA 
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Fig. 14C 

SEQ ID NO: 3 Human mature GDF- 8 - protein sequence 

DFGLDCDEHSTESRCCRYPLTVDFEAFGWDWIIAPKRYKANYCSGECEFVF 
LQKYPHTHLVHQANPRGSAGPCCTPTKMSPINMLYFNGKEQI IYGKI PAMV 
VDRCGCS 

Fig. 14D 

SEQ ID NO: 4 Human mature GDF -8 - DNA sequence 

GATTTTGGTCTTGACTGTGATGAGCACTCAACAGAATCACGATGCTGTCG 
TTACCCTCTAACTGTGGATTTTGAAGCTTTTGGATGGGATTGGATTATCG 
CTCCTAAAAGATATAAGGCCAATTACTGCTCTGGAGAGTGTGAATTTGTA 
TTTTTACAAAAATATCCTCATACTCATCTGGTACACCAAGCAAACCCCAG 
AGGTTCAGCAGGCCCTTGCTGTACTCCCACAAAGATGTCTCCAATTAATA 
TGCTATATTTTAATGGCAAAGAACAAATAATATATGGGAAAATTCCAGCG 
ATGGTAGTAGACCGCTGTGGGTGCTCA 

Fig.l4E 

SEQ ID NO: 5 Human GDF- 8 propeptide - protein 
sequence 

NENS EQKENVEKEGLCNACTWRQNTKS SRI EAIKIQILS KLRLETAPN I S K 
DVIRQLLPKAPPLRELIDQYDVQRDDSSDGSLEDDDYHATTETIITMPTES 
DFLMQVDGKPKCCFFKFSSKIQYNKWKAQLWIYLRPVETPTTVFVQILRL 
IKPMKDGTRYTGIRSLKLDMNPGTGIWQSIDVKTVLQNWLKQPESNLGIEI 
KALDENGHDLAVTFPGPGEDGLNPFLEVKVTDTPKRSRR 
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Fig. 14F 

SEQ ID NO: 6 Human GDF- 8 propeptide - DNA sequence 

AATGAGAACAGTGAGCAAAAAGAAAATGTGGAAAAAGAGGGGCTGTGTAAT 
GCATGTACTTGGAGACAAAACACTAAATCTTCAAGAATAGAAGCCATTAAG 
ATACAAATCCTCAGTAAACTTCGTCTGGAAACAGCTCCTAACATCAGCAAA 
GATGTTATAAGACAACTTTTACCCAAAGCTCCTCCACTCCGGGAACTGATT 
GATCAGTATGATGTCCAGAGGGATGACAGCAGCGATGGCTCTTTGGAAGAT 
GACGATTATCACGCTACAACGGAAACAATCATTACCATGCCTACAGAGTCT 
GATTTTCTAATGCAAGTGGATGGAAAACCCAAATGTTGCTTCTTTAAATTT 
AGCTCTAAAATACAATACAATAAAGTAGTAAAGGCCCAACTATGGATATAT 
TTGAGACCCGTCGAGACTCCTACAACAGTGTTTGTGCAAATCCTGAGACTC 
ATCAAACCTATGAAAGACGGTACAAGGTATACTGGAATCCGATCTCTGAAA 
CTTGACATGAACCCAGGCACTGGTATTTGGCAGAGCATTGATGTGAAGACA 
GTGTTGCAAAATTGGCTCAAACAACCTGAATCCAACTTAGGCATTGAAATA 
AAAGCTTTAGATGAGAATGGTCATGATCTTGCTGTAACCTTCCCAGGACCA 
GGAGAAGATGGGCTGAATCCGTTTTTAGAGGTCAAGGTAACAGACACACCA 
AAAAGATCCAGAAGG 

Fig. 14G 

SEQ ID NO: 7 Human BMP- 11 precursor protein - 
protein sequence 

MVLAAPLLLGFLLLALELRPRGEAAEGPAAAAAAAAAAAAAGVGGERSSRP 
APSVAPEPDGCPVCVWRQHSRELRLESIKSQILSKLRLKEAPNISREWKQ 
LLPKAPPLQQI LDLHDFQGDALQPEDFLEEDEYHATTETVI SMAQETDPAV 
QTDGSPLCCHFHFSPKVMFTKVLKAQLWVYLRPVPRPATVYLQILRLKPLT 
GEGTAGGGGGGRRHIRIRSLKIELHSRSGHWQSIDFKQVLHSWFRQPQSNW 
GIEINAFDPSGTDLAVTSLGPGAEGLHPFMELRVLENTKRSRRNLGLDCDE 
HSSESRCCRYPLTVDFEAFGWDWIIAPKRYKANYCSGQCEYMFMQKYPHTH 
LVQQANPRGSAGPCCTPTKMSPINMLYFNDKQQIIYGKIPGMWDRCGCS 
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Fig. 14H 

SEQ ID NO: 8 Human BMP-11 precursor protein - DNA 
sequence 

ATGGTGCTCGCGGCCCCGCTGCTGCTGGGCTTCCTGCTCCTCGCCCTGGA 
GCTGCGGCCCCGGGGGGAGGCGGCCGAGGGCCCCGCGGCGGCGGCGGCGG 
CGGCGGCGGCGGCGGCAGCGGCGGGGGTCGGGGGGGAGCGCTCCAGCCGG 
CCAGCCCCGTCCGTGGCGCCCGAGCCGGACGGCTGCCCCGTGTGCGTTTG 
GCGGCAGCACAGCCGCGAGCTGCGCCTAGAGAGCATCAAGTCGCAGATCT 
TGAGCAAACTGCGGCTCAAGGAGGCGCCCAACATCAGCCGCGAGGTGGTG 
AAGCAGCTGCTGCCCAAGGCGCCGCCGCTGCAGCAGATCCTGGACCTACA 
CGACTTCCAGGGCGACGCGCTGCAGCCCGAGGACTTCCTGGAGGAGGACG 
AGTACCACGCCACCACCGAGACCGTCATTAGCATGGCCCAGGAGACGGAC 
GCAGCAGTACAGACAGATGGCAGCCCTCTCTGCTGCCATTTTCACTTCAG 
CCCCAAGGTGATGTTCACAAAGGTACTGAAGGCCCAGCTGTGGGTGTACC 
TACGGCCTGTACCCCGCCCAGCCACAGTCTACCTGCAGATCTTGCGACTA 
AAACCCCTAACTGGGGAAGGGACCGCAGGGGGAGGGGGCGGAGGCCGGCG 
TCACATCCGTATCCGCTCACTGAAGATTGAGCTGCACTCACGCTCAGGCC 
ATTGGCAGAGCATCGACTTCAAGCAAGTGCTACACAGCTGGTTCCGCCAG 
CCACAGAGCAACTGGGGCATCGAGATCAACGCCTTTGATCCCAGTGGCAC 
AGACCTGGCTGTCACCTCCCTGGGGCCGGGAGCCGAGGGGCTGCATCCAT 
TCATGGAGCTTCGAGTCCTAGAGAACACAAAACGTTCCCGGCGGAACCTG 
GGTCTGGACTGCGACGAGCACTCAAGCGAGTCCCGCTGCTGCCGATATCC 
CCTCACAGTGGACTTTGAGGCTTTCGGCTGGGACTGGATCATCGCACCTA 
AGCGCTACAAGGCCAACTACTGCTCCGGCCAGTGCGAGTACATGTTCATG 
CAAAAATATCCGCATACCCATTTGGTGCAGCAGGCCAATCCAAGAGGCTC 
TGCTGGGCCCTGTTGTACCCCCACCAAGATGTCCCCAATCAACATGCTCT 

ACTTCAATGACAAGCAGCAGATTATCTACGGCAAGATCCCTGGCATGGTG 
GTGG AT CGCTGTGG CTGCTCT 

Fig. 141 

SEQ ID NO: 9 Human BMP-11 mature - protein sequence 

NLGLDCDEHSSESRCCRYPLTVDFEAFGWDWIIAPKRYKANYCSGQCEYMF 
MQKYPHTHLVQQANPRGSAGPCCTPTKMSPINMLYFNDKQQI I YGKI PGMV 
VDRCGCS 
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Fig. 14J 

SEQ ID NO: 10 Human BMP-11 mature - DNA sequence 

AACCTGGGTCTGGACTGCGACGAGCACTCAAGCGAGTCCCGCTGCTGCCG 
ATATCCCCTCACAGTGGACTTTGAGGCTTTCGGCTGGGACTGGATCATCG 
CACCTAAGCGCTACAAGGCCAACTACTGCTCCGGCCAGTGCGAGTACATG 
TTCATGCAAAAATATCCGCATACCCATTTGGTGCAGCAGGCCAATCCAAG 
AGGCTCTGCTGGGCCCTGTTGTACCCCCACCAAGATGTCCCCAATCAACA 
TGCTCTACTTCAATGACAAGCAGCAGATTATCTACGGCAAGATCCCTGGC 
ATGGTGGTGGATCGCTGTGGCTGCTCT 



Fig. 14K 

SEQ ID NO: 11 Human BMP-11 propeptide - protein 
sequence 

AEGPAAAAJW^AAAAAAGVGGERSSRPAPSVAPEPDGCPVCVWRQHSRELR 
LESIKSQILSKLRLKEAPNISREWKQLLPKAPPLQQILDLHDFQGDALQP 
EDFLEEDEYHATTETVISMAQETDPAVQTDGSPLCCHFHFSPKVMFTKVLK 
AQLWVY LR PVPR P AT VYLQ I LRLKPLTGEGT AGGGGGGRRH IRIRSLKIEL 
HSRSGHWQSIDFKQVLHSWFRQPQSNWGIEINAFDPSGTDLAVTSLGPGAE 
GLHPFMELRVLENTKRSRR 



Applicants: Neil M. Wolfman, et al. 
For: Modified and Stabilized GDF 
Propeptides and Uses Therefor 
Docket No.: AM100384 



Fig. 14L 

SEQ ID NO: 12 Human BMP-11 propeptide - DNA 
sequence 

GCCGAGGGCCCCGCGGCGGCGGCGGCGGCGGCGGCGGCGGCGGCAGCGGC 
GGGGGTCGGGGGGGAGCGCTCCAGCCGGCCAGCCCCGTCCGTGGCGCCCG 
AGCCGGACGGCTGCCCCGTGTGCGTTTGGCGGCAGCACAGCCGCGAGCTG 
CGCCTAGAGAGCATCAAGTCGCAGATCTTGAGCAAACTGCGGCTCAAGGA 
GG CGCCC AAC AT CAG C CGCG AGGTGGTG AAGCAGCTG CTGCC CAAGGCGC 
CGCCGCTGCAGCAGATCCTGGACCTACACGACTTCCAGGGCGACGCGCTG 
CAGCCCGAGGACTTCCTGGAGGAGGACGAGTACCACGCCACCACCGAGAC 
CGTCATTAGCATGGCCCAGGAGACGGACCCAGCAGTACAGACAGATGGCA 
GCCCTCTCTGCTGCCATTTTCACTTCAGCCCCAAGGTGATGTTCACAAAG 
GTACTGAAGGCCCAGCTGTGGGTGTACCTACGGCCTGTACCCCGCCCAGC 
CACAGTCTACCTGCAGATCTTGCGACTAAAACCCCTAACTGGGGAAGGGA 
CCGCAGGGGGAGGGGGCGGAGGCCGGCGTCACATCCGTATCCGCTCACTG 
AAGATTGAGCTGCACTCACGCTCAGGCCATTGGCAGAGCATCGACTTCAA 
GCAAGTGCTACACAGCTGGTTCCGCCAGCCACAGAGCAACTGGGGCATCG 
AGATCAACGCCTTTGATCCCAGTGGCACAGACCTGGCTGTCACCTCCCTG 
GGGCCGGGAGCCGAGGGGCTGCATCCATTCATGGAGCTTCGAGTCCTAGA 
GAACACAAAACGTTCCCGGCGG 

Fig. 14M 

SEQ ID NO: 13 GDF- 8 signal sequence - protein 
sequence 

MQKLQLCVYIYLFMLIVAGPVDL 



Fig. 14N 

SEQ ID NO: 14 BMP-11 signal sequence - protein 
sequence 



MVLAAPLLLGFLLLALELRPRGEA 
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Fig. 14Q 

SEQ ID NO: 15 Human IgGl-Fc - protein sequence 

EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRT-PEVTCVWDV 
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRWSVLTVLHQDWLNGK 
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCL 
VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQ 
GNVFS CS VMHEALHNH YTQKS LS LS PGK 

Fig. 14P 

SEQ ID NO: 16 Human IgGl-Fc modified - protein 
sequence 

DKTHTCPPC PAPE ALGAPS VFLF PPKPKDTLM I S RTPE VTCVWDVSHED P 
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRWSVLTVLHQDWLNGKEYKCK 
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFY 
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFS 
CSVMHEALHNHYTQKSLSLS PGK 



